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Modulation of multidrug resistance by immunosuppressive 
agents: cyclosporin analogues, FK506 and mizoribine. 



M i z u n o K , Furuhashi Y . Misaw a T . I w ata M , Kaw ai M. 
Kikkaw a F , Kano T, Tom oda Y . 

Department of Obstetrics and Gynecology, Nagoya University School 
of Medicine, Japan. 

It has recently been reported that an immunosuppressive 
agent, cyclosporin A, shows a potent overcoming effect on 
multidrug resistance (MDR). We studied the presence of 
such a modulating effect of cyclosporin analogues and other 
immunosuppressive agents, FK506 and mizoribine, in human 
m ultidrug-resistant ovarian cancer cells (TAOV/A0.2). The 
intensity of the overcoming effect of cyclosporin analogues 
against adriamycin resistance was found to be in the other 
of cyclosporin D greater than A greater than C greater than 
H. It was found that cyclosporin D, which has relatively weak 
immunosuppressive activity, overcame adriamycin 
resistance in the m ultidrug-resistant ovarian cancer cells to 
a remarkable degree. On the other hand, it was found that 
FK506, a new potent immunosuppressant, could also 
distinctly modulate adriamycin-resistance. It was found that 
FK506 conferred chem osensitization upon adriamycin with 
reincreasing intracellular adriamycin accumulation in MDR 
cells which was far less than the parent strain. However, in 
the case of mizoribine, no modulation of drug resistance 
existed. Such modulation was not necessarily accompanied 
by immunosuppressive activity and the two functions were 
thought to be based on different mechanisms. 

PMID: 1373592 [PubMed - indexed for MEDLINE] 



Send to 



Related Artict 



Secondary combined resistance to the 
muitidrug-resistancs-reversing activity of 
cyclosporin A in the cell tins F4-SRADR- 
Cs A. f j Cancer R»s Clin Oncol. 1 994] 

Modulation of adriamycin cytotoxicity and 
transport in drug-sensitive and muHkSrug- 
resistant Chinese hamster every cells by 

Reversal of multidrug resistance In 
Chinese hamster ovary cells by the 



intracellular levels of two cyclosporin 
derivatives vaispodar (PSC 833! and 
cyclosporin a closely associated with 
multidrug resistance-modulating activity 
in sublines of human colorectal 
adenocarciriomafijSSlctahoer Res. 2001? 

FK506 reverses adriamycin resistance in 
a muitldrng-resistant human leukemia 
cell line. fKobeJM&dSci. 19S2] 



Gee all Related Articles. . 



Patient Drug Information 



Daunorubiclrs (Cerubidine®, 
DaunoXome®) Your doctor has 
ordered the drug daunorubicin to help 
treat your illness. The drug Is given by 
Injection Into a vein. 

» read more .. 

Doxorubicin (Adriamycin PFS5S>, 
Adriamycin RDP&, Adriansycins, ...) 

Your doctor has ordered the drug 
doxorubicin to help treat your illness. 
The drug is given by Injection Into a 
vein. 

» read more .. 
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Cyclosporins (Neoral®, Sandimmune®, 
Gengra;®) Cyclosporins and 
cyclosporins (modified) are used with 
other medications to prevent transplant 
rejection (attack of the transplanted 
organ by the immune system of the 
person who received the organ) In 
people vvho have rec... 
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